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Partecipazione ad Advisory Board: 
 

 Roche 
 Lilly 
 Servier 
 

 Spese per invito a convegni 
 

 Roche 
 Servier 
 Celgene 
 Ipsen 
 Sanofi 

Ai sensi dell’art. 3.3 del Regolamento applicativo dell’Accordo Stato-Regioni 05.11.2009, 
dichiaro che negli ultimi due anni ho avuto i seguenti rapporti anche di finanziamento con i 
seguenti soggetti portatori di interessi commerciali in campo sanitario: 
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Il Mantenimento 

Bevacizumab +/- fluoropirimidine 



Convegno Regionale Aiom Emilia Romagna 
Modena 23 novembre 2018 

Il Mantenimento 

HR, 1.07 p=0.57 
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Il Mantenimento 

Bevacizumab + fluoropirimidine  

puo’essere considerato 

Solo bevacizumab  

non dovrebbe essere considerato 



Convegno Regionale Aiom Emilia Romagna 
Modena 23 novembre 2018 



Convegno Regionale Aiom Emilia Romagna 
Modena 23 novembre 2018 

Adiuvante  

3 vs 6 

Nel complesso, i dati suggeriscono che, nonostante al momento la 

pratica clinica non cambi e lo standard restino i 6 mesi, sia ragionevole 

prendere in considerazione una durata del trattamento ridotta (tre mesi) 

nel caso di insorgenza di tossicita’ (in particolare neurotossicita’) durante 

la terapia, in pazienti radicalmente operati per adenocarcinoma del colon 

pT3, pN1 senza ulteriori fattori di rischio, soprattutto quando la 

fluoropirimidina è somministrata per via orale.  

al momento 

lo standard 6 mesi ragionevole 

3 mesi 

nel caso di insorgenza di tossicita’  

pT3, pN1 senza ulteriori fattori di rischio 

fluoropirimidina orale 
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R. Labianca Educational 
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 Stadi II ad alto rischio 
 

 Stadi III 
 

 Seconda randomizzazione nei 
III ad alto rischio +/- 
Bevacizumab 

Three  

Or  

Six  

Colon  

Adjuvant trial 
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Francesi ed inglesi sviluppano 
(IDEA loro o me-too?) la stessa 
ipotesi 
 

nasce il proposito di una 
pooled analysis pre-pianificata 
di più studi con lo stesso 
quesito 
Vantaggio: ottenere un campione 

di maggiori dimensioni con una 
maggiore potenza statistica 

International 
Duration 
Evaluation 
of 
Adjuvant 
chemotherapy 
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Fluoropirimidina + 
oxaliplatino per 6 mesi è lo 
standard di trattamento 
della terapia adiuvante nel 
III stadio dal 2004 

 

Fattore limitante di tale 
associazione è la 
neurotossicità 

 

Può un trattamento di 
minore durata essere 
altrettanto efficace 
riducendo la tossicità? 
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12.834 pazienti 
randomizzati 

 

Primary endpoint: DFS 
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70% 89% 65% 85% 

17% 48% 15% 45% 
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Studio negativo   Nessuno 

 

 

Differenza DFS a 3 aa clinicamente 
irrilevante (0,9%)         
 Practice changing  

 

 

Troppo presto 
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Study design - errori nella pianificazione e 
conduzione dello studio 
 

Precision - precisione delle stime 
 

Indirectness - diretta applicabilità delle 
evidenze (P.I.C.O.) 
 

Consistency - coerenza dei risultati tra 
studi differenti 
 

Publication bias - pubblicazione selettiva 
dei dati 
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Duration TOSCA (3 yr RFS) 
SCOT (3 yr DFS) 

(Colon and Rectum) 
IDEA-France (3 yr DFS) 

3m 81.1% 76.7% 72% 

6m 83.0% 77.1% 76% 

HR (6 is 

referent) 

 
1.14 (0.99 – 1.31) 

1.005 (0.907-1.113) 1.24 (1.05-1.46) 

3 yr DFS  -1.9% -0.4% 4% 

Presented by: Jeffrey Meyerhardt, MD, MPH 
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Trial pazienti schema % caratteristiche 

SCOT 3983 CAPOX o 
mFOLFOX6 

31 II, III, Colon e retto 

TOSCA 2402 XELOX o 
FOLFOX4 

19 II, III, colon 

IDEA 
France 

2010 CAPOX o 
mFOLFOX6 

16 III, magrebini? 

ACHIEVE 1291 CAPOX o 
mFOLFOX6 

10 III, asiatici 

C80702 2440 mFOLFOX6 19 III, ??? 

HORG 708 CAPOX o 
FOLFOX4 

5 III, ??? 
Nessuna informazione su un quarto dei pazienti 

L’unico studio non inferiore pesa per un terzo 

L’unico studio che evidenzia inferiorità pesa solo un sesto 
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popolazione, intervento, controllo o 
outcome indiretti: il quesito per il quale 
si intende porre la raccomandazione si 
riferisce a una popolazione, intervento, 
controllo o outcome diversi da quelli 
per i quali sono disponibili prove di 
efficacia in letteratura 

 

I «nostri pazienti» sono quelli 
rappresentati dallo studio TOSCA i cui 
dati non sono così convincenti 
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Duration 3-yr RFS % HR (95% CI) 

3 months 81.1 1.14 (0.99 –  1.32) 

6 months 83.0 Ref  

3-yr RFS diff. = -1.9%  (-4.8 – 1.0) 

N. Of events 82% of planned 

3 mo 404 (22.8%)  

6 mo 368 (20.0%) 

 

Power 72%  

6 months 

3 months 

Presented by: A. Sobrero on behalf of TOSCA collaborators 
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STAGE II STAGE III 

Interaction p-value = 0.108 

6 months 

3 months 

6 months 

3 months 

N. Of events  
3 mo 105 (16.9%)  
6 mo 78 (12.3%) 

Duration 3-yr RFS % HR (95% CI) 

3 months 85.5 1.41 (1.05-1.89) 

6 months 91.2 Ref  

3-yr RFS diff. = - 5.7 % (-9.7% –  -1.7%) N. Of events  
3 mo 290 (24.0%)  
6 mo 299 (25.9%) 

Duration 3-yr RFS % HR (95% CI) 

3 months 78.8 1.07 (0.91-1.26) 

6 months 78.7 Ref  

3-yr RFS diff. =  0.1 % (-3.4%  –  3.6%) 

Presented by: A. Sobrero on behalf of TOSCA collaborators 
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Significato delle analisi di sottogruppo 
non pre-pianificate 

 
Generatrici di ipotesi 
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3 yr DFS rate (%) and 
HR by regimen and  
risk group 

Regimen 

CAPOX FOLFOX 
CAPOX/FOLFOX 

combined 

3 yr DFS, % (95% 

CI) HR 
(95% CI)  

3 yr DFS, % (95% 

CI) 
HR 

(95% 
CI)  

3 yr DFS, % (95% 

CI)  
HR 

(95% 
CI)  3 m 6 m 3 m 6 m 3 m 6 m 

Risk 
group 

Low-risk 
(T1-3 N1) 
~60% 

85.0 
(83.1-
86.9) 

83.1 
(81.1-
85.2) 

0.85 
(0.71-
1.01) 

81.9 
(80.2-
83.6) 

83.5 
(81.9-
85.1) 

1.10 
(0.96-
1.26) 

83.1 
(81.8-
84.4) 

83.3 
(82.1-
84.6) 

1.01  
(0.90-
1.12) 

High-risk 
(T4 and / 
or N2) 
~40% 

64.1 
(61.3-
67.1) 

64.0 
(61.2-
67.0) 

1.02 
(0.89-
1.17) 

61.5 
(58.9-
64.1) 

64.7 
(62.2-
67.3) 

1.20 
(1.07-
1.35) 

62.7 
(60.8-
64.4) 

64.4 
(62.6-
66.4) 

1.12 
(1.03-
1.23) 

Risk 
groups 
combined 

75.9 
(74.2-
77.6) 

74.8 
(73.1-
76.6) 

0.95 
(0.85-
1.06) 

73.6 
(72.2-
75.1) 

76.0 
(74.6-
77.5) 

1.16 
(1.06-
1.26) 

P-value interaction 
test: 

Regimen: 0.0061 
Risk group: 0.11 

Non-inferior Not proven Inferior 
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OR 
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Con i dati disponibili lo standard 
dovrebbe rimanere 6 mesi (FOLFOX o 
CAPOX) 

 

Nei pazienti a basso rischio può essere 
considerato, in caso di tossicità, 
sospendere dopo 3 mesi 

 

In alternativa perchè escludere, nei 
bassi rischi, la sola fluoropirimidina per 
6 mesi? 
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IDEA France 
…the superior DFS of 6-
month adjuvant treatment 
compared with 3 months, 
especially in patients with T4 
and/or N2 colon cancer. This 
finding is in agreement with 
DFS HR data from the overall 
analysis of patients who 
received FOLFOX in the 
international IDEA 
collaboration. 
These results should be 
integrated, discussed, and 
considered alongside the 
international IDEA 
collaboration data. 
 

IDEA 
….the non-inferiority of a 3-month 
duration of therapy, as compared with a 
6-month duration, was not confirmed. 
However, the results were strongly 
affected by the selected treatment and 
risk group. In patients treated with 
CAPOX, 3 months of therapy was as 
effective as 6 months, particularly in 
thelower-risk subgroup. In patients 
treated with FOLFOX, 6 months of 
therapy resulted in a higher rate of 
disease-free survival, particularly in the 
high-risk subgroup.  
These data suggest that the choice of 
treatment regimen, duration of therapy, 
and characteristics of the patients may 
be balanced against the substantial risk 
of increased toxicity of longer 
oxaliplatin-based therapy, 
including persistent neurotoxicity. 

In conclusion, TOSCA was not 
able to demonstrate that 3 
months of oxaliplatin-based 
adjuvant treatment is as 
efficacious as 6 months 
(technically 3 months were not 
noninferior to six months). The 
results depended on the 
adjuvant regimen and risk. 
For patients treated with CAPOX, 
3 months were as good as 6 
months; for FOLFOX, 6 months 
added extra benefit. 
Counterintuitively, the low-risk 
patients benefitted more than 
the high-risk population from the 
6-month duration. The choice of 
regimen and duration should 
depend on patient characteristics 
and be balanced against the 
extra toxicity of longer therapy, 
particularly, persistent chronic 
neurotoxicity. Because the 
results of TOSCA on substages 
are counterintuitive, they should 
be interpreted with caution 
within the context of the 
combined analyses of IDEA. 
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Solo dati di tossicità 

The study achieved its primary endpoint of showing 
that 3 months of oxaliplatin-containing adjuvant 
chemotherapy is non-inferior to 6 months of the same 
treatment in the overall trial population.  
3 months of treatment might therefore be considered a 
new standard of care for adjuvant chemotherapy, 
especially if CAPOX is to be given. 

NEW STANDARD 
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Almeno 18 articoli tra editoriali, commenti, 
revisioni, ecc. da marzo 2018 sull’argomento 

 

2 sessioni speciali ESMO 

 

2 sessioni educazionali ASCO 

 

Dibattito in quasi tutti i convegni sul colon 

 

Oxford debate all’AIOM 

 

Linee guida AIOM con valutazione Grade 
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Differenza assoluta 
tra 3 mesi e 6 mesi 
0,9% (C.I.: +0,6; –2,4) 
 

ARR 0,9% 0,009 
 

NNT 1/ARR  
1/0,009  111  
(1/0.024   41) 

 
30 pts ogni 100 

avranno 
neurotossicità senza 
beneficio  

Benefici per il sistema 
sanitario 
Minor spese di 

trattamento 
Minori spese per 

gestione effetti 
collaterali 

Minori spese di 
personale e spazi 
 

Rischi 
 Il paziente che non 

recidiva è guarito  
peggioramento della 
sopravvivenza 
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Adiuvante  

3 vs 6 
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Adiuvante 3 vs 6 

Impatto su NEUROTOX 

Impatto in termini di 
RISPARMIO di TOX a favore 

dei 3 mesi vs 6 mesi:  
IMPORTANTE 

Neurotox G3-4 
 Relative Risk > RR=0.18 (0.15-0.22) 
 Absolute Risk > 114 fewer per 1.000  
   (from 108 fewer to 118 fewer)  
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Adiuvante 3 vs 6 

Stadio III 

Forza della 
raccomandazione 
 Negativa debole: 8 
 Positiva debole: 2 

Non provata non inferiorita’ dei 3 mesi vs i 6 mesi  
in termini di DFS 

DFS 
 Relative effect > HR=1.07 (1.00-1.15) 
 Absolute effect > 15 more per 1.000  
   (from 0 fewer to 31 more)  

Bilancio beneficio/danno 
 Incerto: 6 
 A favore dei 3 mesi: 4 

VOTAZIONI 
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Adiuvante 3 vs 6 

Stadio III 

CT adiuvante oxa-based di 3 mesi 

NON dovrebbe essere presa in considerazione come prima opzione 
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Adiuvante 3 vs 6 

Stadio III pT1-3 pN1 

Forza della 
raccomandazione 
 Positiva debole: 10 

Possibile (ipotesi) non inferiorita’  
dei 3 mesi vs i 6 mesi in termini di DFS 
 

NO impatto sfavorevole dei 3 mesi vs 6 mesi 
(secondo il Panel) 

DFS 
 Relative effect > HR=1.01 (0.90-1.12) 
 Absolute effect > 2 more per 1.000  
   (from 16 fewer to 19 more)  

Bilancio beneficio/danno 
 A favore dei 3 mesi: 10 

VOTAZIONI 
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Adiuvante 3 vs 6 

Stadio III pT1-3 pN1 

CT adiuvante oxa-based di 3 mesi 

PUO’ essere presa in considerazione 
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Adiuvante 3 vs 6 

Stadio III pT4 e/o pN2 

Forza della 
raccomandazione 
 Negativa forte: 10 

Impatto sfavorevole dei 3 mesi vs 6 mesi  
(secondo il Panel) 

DFS 
 Relative effect > HR=1.12 (1.03-1.23) 
 Absolute effect > 33 more per 1.000  
       (from 8 more to 61 more)  

Bilancio 
beneficio/danno 
 A favore dei 6 mesi: 8 
 Probabilmente a 

favore dei 6 mesi: 2 

VOTAZIONI 
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Adiuvante 3 vs 6 

Stadio III pT4 e/o pN2 

CT adiuvante oxa-based di 3 mesi 

NON DEVE essere presa in considerazione 



Convegno Regionale Aiom Emilia Romagna 
Modena 23 novembre 2018 

Anti Her2 

 

immunoterapia 
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A.Sartore-Bianchi Lancet oncol 2016 
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Withdrawal of the application for a change to the 

marketing authorisation for Opdivo (nivolumab) 
 

On 13 December 2017, Bristol-Myers Squibb Pharma EEIG officially notified the Committee for 

Medicinal Products for Human Use (CHMP) that it wishes to withdraw its application to extend the use 

of Opdivo to treat colorectal cancer.  

 

W hat  is Opdivo? 

Opdivo is a cancer medicine that contains the active substance nivolumab and is available as a 

concentrate that is made up into a solution for infusion (drip) into a vein. 

Opdivo has been authorised since June 2015. It is already used for melanoma (a skin cancer), non-

small cell lung cancer, renal cell carcinoma (kidney cancer), Hodgkin’s lymphoma (cancer affecting 

lymphocytes, a type of white blood cell), squamous cell cancer of the head and neck, and urothelial 

cancer (cancer of the bladder and urinary tract). Further information on Opdivo’s current uses can be 

found on the Agency’s website: ema.europa.eu/Find medicine/Human medicines/European public 

assessment reports.  

W hat  w as Opdivo expected to be used for? 

Opdivo was also expected to be used for the treatment of metastatic colorectal cancer (bowel cancer 

that has spread to other parts of the body) where the cancer had certain genetic changes (called 

‘mismatch repair deficient’ or ‘microsatellite instability high’). It was to be used in adults who had 

previously been treated with fluoropyrimidines (a type of cancer medicines) together with other cancer 

medicines. 

How  does Opdivo w ork? 

The active substance in Opdivo, nivolumab, is a monoclonal antibody, a protein that has been designed 

to recognise and attach to PD-1, a receptor (target) on cells of the immune system called T cells. 

Cancer cells can produce proteins (PD-L1 and PD-L2) that attach to this receptor and switch off the 

activity of the T cells, preventing them from attacking the cancer. By attaching to the receptor, 
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